Label i ng CGui dance
Revi sed August 1996

NOTE: Thi s | abeling gui dance does not include the indication
"Treatment of Panic D sorder, with or w thout
Agor aphobi a", which qualifies for patent protection
until 4/2/2002.

ALPRAZOLAM TABLETS USP
DESCRI PTI ON
Al prazolamis a triazolo analog of the 1,4 benzodi azepi ne
class of central nervous systemactive conpounds. The chem cal

name of al prazolamis 8-chl oro-1-nethyl-6-phenyl-4Hs-triazol o
[4,3-"] [1,4] benzodi azepine, and its structural fornula is:

e,
C il N, [
MW 308. 77

Al prazolamis a white to off-white crystalline powder, which
is soluble in alcohol but which has no appreciable solubility in
wat er at physiol ogi cal pH

Each tablet, for oral admnistration, contains ___ ng of
al prazol am
NOTE: I n accordance with good pharnmaceutical practice,

all dosage forns should be | abeled to cite al
inactive ingredients (refer to USP General Chapter
<1091> for guidance). We believe this is an

i nportant public health neasure.

CLI NI CAL PHARMACOLOGY

CNS agents of the 1,4 benzodi azepi ne cl ass presumably exert
their effects by binding at stereo specific receptors at several
sites within the central nervous system Their exact nmechani sm of
action is unknowmn. Cinically, all benzodi azepi nes cause a
dose-rel ated central nervous system depressant activity varying
frommld inpairnment of task performance to hypnosis.

Fol l owi ng oral administration, alprazolamis readily
absorbed. Peak concentrations in the plasm occur in one to two
hours follow ng adnmi nistration. Plasnma |evels are proportionate
to the dose given; over the dose range of 0.5 to 3 ng, peak
| evels of 8.0 to 37 ng/nm. were observed. Using a specific assay
nmet hodol ogy, the nmean plasma elimnation half-life of al prazol am
has been found to be about 11.2 hours (range: 6.3 to 26.9 hours)
in healthy adults.

The predom nant mnetabolites are '-hydroxy-al prazol am and a
benzophenone derived from al prazol am The biol ogical activity of
"- hydroxy-al prazolamis approxi mately one-half that of
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al prazol am The benzophenone netabolite is essentially inactive.
Plasma | evels of these netabolites are extrenely |ow, thus
precl udi ng precise pharmacoki netic description. However, their

hal f-1ives appear to be of the sane order of magnitude as that of
al prazolam Al prazolamand its netabolites are excreted primarily
in the urine.

The ability of al prazolamto i nduce hunman hepatic enzynme
systens has not yet been determ ned. However, this is not a
property of benzodi azepines in general. Further, alprazolamdid
not affect the prothronbin or plasma warfarin levels in male
vol unt eers adm ni stered sodiumwarfarin orally.

In vitro, al prazolamis bound (80 percent) to human serum
pr ot ein.

Changes in the absorption, distribution, netabolismand
excretion of benzodi azepi nes have been reported in a variety of
di sease states including alcoholism inpaired hepatic function
and inpaired renal function. Changes have al so been denonstrated
in geriatric patients. A nean half-life of al prazolamof 16.3
hours has been observed in healthy elderly subjects (range: 9.0
to 26.9 hours, n=16) conpared to 11.0 hours (range: 6.3 to 15.8
hours, n=16) in healthy adult subjects. In patients with
al coholic liver disease the half-life of al prazolamranged
between 5.8 and 65.3 hours (mean: 19.7 hours, n=17) as conpared
to between 6.3 and 26.9 hours (nmean=11.4 hours, n=17) in healthy
subj ects. In an obese group of subjects the half-life of
al prazol am ranged between 9.9 and 40.4 hours (nmean=21.8 hours,
n=12) as conpared to between 6.3 and 15.8 hours (nean=10.6 hours,
n=12) in healthy subjects.

Because of its simlarity to other benzodi azepines, it is
assumned that al prazol am undergoes transpl acental passage and that
it is excreted in human mlKk.

| NDI CATI ONS AND USAGE

Al prazolamtabl ets are indicated for the nmanagenent of
anxi ety disorder (a condition corresponding nost closely to the
APA Di agnostic and Statistical Manual [DSMI111-R] diagnosis of
generalized anxiety disorder) or the short-termrelief of
synptonms of anxiety. Anxiety or tension associated with the
stress of everyday life usually does not require treatnent with
an anxiol ytic.

Ceneralized anxiety disorder is characterized by unrealistic
or excessive anxiety and worry (apprehensive expectation) about
two or nore life circunstances, for a period of six nonths or
| onger, during which the person has been bothered nore days than
not by these concerns. At least 6 of the follow ng 18 synptons
are often present in these patients: Mtor Tension (trenbling,
twi tching, or feeling shaky; nuscle tension, aches, or soreness;
restl essness; easy fatigability); Autonom c Hyperactivity
(shortness of breath or snothering sensations; palpitations or
accel erated heart rate; sweating, or cold clamy hands; dry
nmout h; di zzi ness or |ightheadedness; nausea, diarrhea, or other
abdom nal distress; flushes or chills; frequent urination;
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trouble swallowing or "lunmp in throat'); Vigilance And Scanni ng
(feeling keyed up or on edge; exaggerated startle response;
difficulty concentrating or 'm nd going blank' because of
anxiety; trouble falling or staying asleep; irritability). These
synpt ons nust not be secondary to another psychiatric disorder or
caused by sone organic factor.

Anxi ety associated with depression is responsive to
al prazol am

Denonstrations of the effectiveness of al prazol am by
systematic clinical study are limted to four nonths duration for
anxi ety disorder. The physician should periodically reassess the
useful ness of the drug for the individual patient.

CONTRAI NDI CATI ONS

Al prazolamtablets are contraindicated in patients with
known sensitivity to this drug or other benzodi azepi nes.

Al prazol am may be used in patients with open angle gl aucona who
are receiving appropriate therapy, but is contraindicated in
patients with acute narrow angl e gl aucona.

Al prazolamis contraindi cated with ketoconazol e and
itraconazol e, since these nedications significantly inpair the
oxi dative netabolism nedi ated by cytochronme P450 3A (CYP 3A)(see
WARNI NGS and PRECAUTI ONS- Drug | nteractions).

WARNI NGS

Dependence and wit hdrawal reactions, including seizures:

Certain adverse clinical events, sone |life-threatening, are
a direct consequence of physical dependence to al prazolam These
i nclude a spectrum of w thdrawal synptons; the nost inportant is
sei zure (see DRUG ABUSE AND DEPENDENCE). Even after relatively
short-termuse at the doses reconmended for the treatnent of
transi ent anxiety and anxiety disorder (i.e., 0.75 to 4 ng per
day), there is some risk of dependence. Post-nmarketing
surveillance data suggest that the risk of dependence and its
severity appear to be greater in patients treated with relatively
hi gh doses (above 4 ng per day) and for |ong periods (nore than 8
to 12 weeks).

Status epilepticus and its treatnent:

The nedi cal event voluntary reporting system shows that
wi t hdrawal sei zures have been reported in association with the
di sconti nuation of al prazolam In nost cases, only a single
sei zure was reported; however, multiple seizures and status
epi |l epticus were reported as well. Odinarily, the treatnent of
status epilepticus of any etiology involves use of intravenous
benzodi azepi nes pl us phenytoin or barbiturates, maintenance of a
patent airway and adequate hydration. For additional details
regardi ng therapy, consultation with an appropriate speciali st
may be consi dered.

Ri sk of dose reduction:
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Wt hdrawal reactions may occur when dosage reduction occurs
for any reason. This includes purposeful tapering, but also
i nadvertent reduction of dose (e.g., the patient forgets, the
patient is admtted to a hospital, etc.). Therefore, the dosage
of al prazol am shoul d be reduced or discontinued gradually (see
DOSAGE AND ADM NI STRATI ON) .

Al prazolamis not of value in the treatnent of psychotic
patients and should not be enployed in |ieu of appropriate
treatnent for psychosis. Because of its CNS depressant effects,
patients receiving al prazol am shoul d be cauti oned agai nst
engagi ng i n hazardous occupations or activities requiring
conplete nental al ertness such as operating machinery or driving
a notor vehicle. For the sanme reason, patients should be
cauti oned about the simultaneous ingestion of al cohol and ot her
CNS depressant drugs during treatnment with al prazol am

Benzodi azepi nes can potentially cause fetal harm when
adm ni stered to pregnant wonen. |f al prazolamis used during
pregnancy, or if the patient becones pregnant while taking this
drug, the patient should be apprised of the potential hazard to
the fetus. Because of experience with other menbers of the
benzodi azepi ne cl ass, al prazolamis assuned to be capabl e of
causing an increased risk of congenital abnornalities when
adm nistered to a pregnant wonman during the first trinester.
Because use of these drugs is rarely a matter of urgency, their
use during the first trimester should al nost al ways be avoi ded.
The possibility that a woman of chil dbearing potential my be
pregnant at the tine of institution of therapy should be
consi dered. Patients should be advised that if they becone
pregnant during therapy or intend to beconme pregnant they should
comuni cate with their physicians about the desirability of
di sconti nui ng t he drug.

Al prazolaminteraction with drugs that inhibit netabolismyvia
cytochronme P450 3A:

The initial step in al prazol am netabolismis hydroxyl ation
catal yzed by cytochrone P450 3A (CYP 3A). Drugs that inhibit
this nmetabolic pathway may have a profound effect on the
cl earance of al prazolam Consequently, al prazolam should be
avoided in patients receiving very potent inhibitors of CYP 3A
Wth drugs inhibiting CYP 3Ato a lesser but still significant
degree, al prazolam should be used only with caution and
consi deration of appropriate dosage reduction. For sone drugs,
an interaction with al prazol am has been quantified wth clinical
data; for other drugs, interactions are predicted fromin vitro
data and/ or experience with simlar drugs in the sane
phar nocol ogi ¢ cl ass.

The followi ng are exanples of drugs known to inhibit the
met abol i sm of al prazol am and/ or rel ated benzodi azepi nes,
presumabl y through inhibition of CYP 3A
Pot ent CYP 3A inhibitors:

Azol e antifungal agents--Although in vivo interaction data
with al prazol am are not avail abl e, ketoconazol e and itraconazol e
are potent CYP 3A inhibitors and the coadm nistration of
al prazolamwith themis not recomended. Qher azol e-type
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antifungal agents should al so be considered potent CYP 3A
inhibitors and the coadm nistration of al prazolamwith themis
not recomrended (see CONTRAI NDI CATI ONS) .

Drugs denonstrated to be CYP 3A inhibitors on the basis of
clinical studies involving al prazol am (caution and consi derati on
of appropriate al prazol am dose reduction are recommended during
coadm nistration with the follow ng drugs):

Nef azodone- - Coadm ni strati on of nefazodone increased
al prazol am concentrati on two-fol d.

Fl uvoxam ne- - Coadm ni stration of fluvoxam ne approxi mately
doubl ed the maxi mum pl asma concentration of al prazolam decreased
cl earance by 49% increased half-life by 71% and decreased
measur ed psychonot or perfornance.

C meti di ne--Coadm ni stration of cinetidine increased the
maxi mum pl asma concentrati on of al prazolam by 86% decreased
cl earance by 42% and increased half-life by 16%

O her drugs possibly affecting al prazol am net abol i sm

O her drugs possibly affecting al prazol am net abol i sm by
i nhi bition of CYP 3A are discussed in the PRECAUTI ONS secti on
(see PRECAUTI ONS-Drug I nteractions).

PRECAUTI ONS

Ceneral: If alprazolamis to be conbined with other psychotropic
agents or anticonvul sant drugs, careful consideration should be
given to the pharmacol ogy of the agents to be enpl oyed,
particularly with conpounds which m ght potentiate the action of
benzodi azepi nes (see Drug Interactions).

As with other psychotropic nedications, the usual
precautions with respect to adm nistration of the drug and size
of the prescription are indicated for severely depressed patients
or those in whomthere is reason to expect conceal ed suicida
i deation or plans.

It is recommended that the dosage be |imted to the small est
effective dose to preclude the devel opnent of ataxia or
oversedati on which may be a particular problemin elderly or
debilitated patients. (see DOSAGE AND ADM NI STRATI ON). The usua
precautions in treating patients with inpaired renal, hepatic or
pul nonary function should be observed. There have been rare
reports of death in patients with severe pul nonary di sease
shortly after the initiation of treatnment with al prazolam A
decreased system c al prazolamelimnation rate (e.g., increased
pl asma half-1ife) has been observed in both alcoholic liver
di sease patients and obese patients receiving al prazol am (see
CLI NI CAL PHARMACOLOGY)

Epi sodes of hypomani a and nmani a have been reported in
association with the use of alprazolamin patients with
depr essi on.

Al prazol am has a weak uricosuric effect. Al though other
medi cations with weak uricosuric effect have been reported to
cause acute renal failure, there have been no reported instances
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of acute renal failure attributable to therapy with al prazol am
I nformation for Patients:

For all users of Al prazolam

To assure safe and effective use of benzodi azepi nes, al
patients prescribed al prazol am should be provided with the
fol | ow ng gui dance.
1. Informyour physician about any al cohol consunption and
medi ci ne you are taking now, including nmedication you may buy
W t hout a prescription. Al cohol should generally not be used
during treatnent with benzodi azepi nes.
2. Not recommended for use in pregnancy. Therefore, informyour
physician if you are pregnant, if you are planning to have a
child, or if you becone pregnant while you are taking this
medi cat i on.
3. Informyour physician if you are nursing.
4. Until you experience how this nedication affects you, do not
drive a car or operate potentially dangerous nmachinery, etc.
5. Do not increase the dose even if you think the nedication
"does not work anynore" w thout consulting your physician.
Benzodi azepi nes, even when used as recommended, may produce
enoti onal and/or physical dependence.
6. Do not stop taking this nedication abruptly or decrease the
dose without consulting your physician, since wthdrawal synptons
can occur.

Laboratory Tests: Laboratory tests are not ordinarily required in
ot herwi se heal thy patients.

Drug Interactions: The benzodi azepi nes, including al prazol am
produce additive CNS depressant effects when co-admnistered with
ot her psychotropic nedications, anticonvul sants, antihistam nics,
et hanol and ot her drugs which thensel ves produce CNS depression.

The steady state plasna concentrations of impram ne and
desi pram ne have been reported to be increased an average of 31%
and 20% respectively, by the concom tant adm nistration of
al prazolamin doses up to 4 ng/day. The clinical significance of
t hese changes i s unknown.
Drugs that inhibit al prazol am nmetabolismvia cytochrone P450 3A:
The initial step in al prazol am netabolismis hydroxyl ation
catal yzed by cytochrone P450 3A (CYP 3A). Drugs which inhibit
this metabolic pathway may have a profound effect on the
cl earance of al prazol am (see CONTRAI NDI CATI ONS and WARNI NGS f or
addi tional drugs of this type).
Drugs denonstrated to be CYP 3A inhibitors of possible clinical
significance on the basis of clinical studies involving
al prazol am (caution is recomrended during coadmi nistration with
al prazol am:

Fl uoxeti ne--Coadm ni stration of fluoxetine with al prazol am
i ncreased the maxi num pl asma concentration of al prazolam by 46%
decreased cl earance by 21% increased half-life by 17% and
decr eased neasured psychonot or performance.
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Propoxyphene- - Coadm ni strati on of propoxyphene decreased the
maxi mum pl asma concentrati on of al prazol am by 6% decreased
cl earance by 38% and increased half-life by 58%

Oral Contraceptives--Coadm nistration of oral contraceptives
i ncreased the maxi mum pl asma concentration of al prazolam by 18%
decreased cl earance by 22% and increased half-life by 29%
Drugs and ot her substances denonstrated to be CYP 3A inhibitors
on the basis of clinical studies involving benzodi azepi nes
nmet abolized simlarly to al prazolamor on the basis of in vitro
studies with al prazol am or ot her benzodi azepines (caution is
recommended during coadm nistration with al prazolam: Avail able
data fromclinical studies of benzodi azepi nes ot her than
al prazol am suggest a possible drug interation with al prazol amfor
the following: diltiazem isoniazid, nmacrolide antibiotics such
as erythromycin and clarithronycin, and grapefruit juice. Data
fromin vitro studies of al prazol am suggest a possi bl e drug
interaction with al prazolamfor the follow ng: sertraline and
paroxetine. Data fromin vitro studies of benzodi azepi nes ot her
t han al prazol am suggest a possible drug interaction for the
foll owi ng: ergotam ne, cyclosporine, am odarone, nicardi pine,
and nifedipine. Caution is recomended during the
coadm ni stration of any of these with al prazol am (see WARNI NGS) .

Drug/ Laboratory Test Interactions: Although interactions between
benzodi azepi nes and commonly enpl oyed clinical |aboratory tests

have occasionally been reported, there is no consistent pattern

for a specific drug or specific test.

Car ci nogenesi s, Miutagenesis, Inpairnment of Fertility: No evidence
of carcinogenic potential was observed during 2-year bioassay
studies of alprazolamin rats at doses up to 30 ng/kg/day (150

ti mes the nmaxi mum recomended daily human dose of 10 ng/day) and
in mce at doses up to 10 ng/kg/day (50 tines the maxi mum
recommended daily human dose).

Al prazol am was not nutagenic in the rat mcronucl eus test at
doses up to 100 ng/ kg, which is 500 tines the maxi mum reconmended
dai |y human dose of 10 ny/day. Al prazolam al so was not mnutagenic
invitro in the DNA Damage/ Al kal i ne El ution Assay or the Anes
Assay.

Al prazol am produced no inpairment of fertility in rats at
doses up to 5 ng/kg/day, which is 25 tinmes the nmaxi mum
recommended daily human dose of 10 ngy/day.

Pregnancy: Teratogenic Effects: Pregnancy Category D:. (see

WARNI NGS secti on)

Nont erat ogenic Effects: It should be considered that the child
born of a nother who is receiving benzodi azepi nes may be at sone
risk for withdrawal synptons fromthe drug during the postnatal
period. Al so, neonatal flaccidity and respiratory problens have
been reported in children born of nothers who have been receiving
benzodi azepi nes.

Labor and Delivery: Al prazolam has no established use in | abor or
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del i very.

Nursi ng Mot hers: Benzodi azepi nes are known to be excreted in
human ml k. It should be assuned that al prazolamis as well.
Chronic adm ni stration of diazepamto nursing nothers has been
reported to cause their infants to becone |ethargic and to | ose
wei ght. As a general rule, nursing should not be undertaken by
nmot hers who nust use al prazol am

Pedi atric Use: Safety and effectiveness of al prazolamin
i ndi vidual s bel ow the age of 18 years have not been established.

ADVERSE REACTI ONS

Side effects to al prazolam if they occur, are generally
observed at the beginning of therapy and usually di sappear upon
continued nedication. In the usual patient, the nost frequent
side effects are likely to be an extension of the pharnacol ogi cal
activity of al prazolam eg, drowsiness or |ightheadedness.

The data cited in the table bel ow are estinmates of untoward
clinical event incidence anong patients who participated under
the following clinical conditions: relatively short duration
(i.e., four weeks) placebo-controlled clinical studies with
dosages up to 4 ng/day of al prazolam (for the managenent of
anxi ety disorders or for the short-termrelief of the synptons of
anxi ety).

These data cannot be used to predict precisely the incidence
of untoward events in the course of usual nedical practice where
patient characteristics, and other factors often differ from
those in clinical trials. These figures cannot be conpared with
t hose obtained fromother clinical studies involving related drug
products and pl acebo as each group of drug trials are conducted
under a different set of conditions.

Conparison of the cited figures, however, can provide the
prescriber with sone basis for estimating the relative
contributions of drug and non-drug factors to the untoward event
i ncidence in the popul ation studied. Even this use nust be
approached cautiously, as a drug nmay relieve a synptomin one
patient but induce it in others. [For exanple, an anxiolytic drug
may relieve dry nouth (a synptom of anxiety) in some subjects but
induce it (an untoward event) in others.]

Additionally, for anxiety disorders the cited figures can
provi de the prescriber with an indication as to the frequency
wi th which physician intervention (e.g., increased surveillance,
decreased dosage or discontinuation of drug therapy) may be
necessary because of the untoward clinical event.

ANXI ETY DI SORDERS
I nci dence
Tr eat nment - Ener gent of Intervention
Synpton I nci dence** Because of Synptom

Al prazol am Pl acebo Al prazol am
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Nunber of Patients 565 505 565
% of Patients Reporting:

CENTRAL NERVOUS SYSTEM

Dr owsi ness 41.0 21.6 15.1

Li ght - headedness 20.8 19.3 1.2

Depr essi on 13.9 18.1 2.4

Headache 12.9 19.6 1.1

Conf usi on 9.9 10.0 0.9

| nsomi a 8.9 18. 4 1.3

Ner vousness 4.1 10.3 1.1

Syncope 3.1 4.0 *

Di zzi ness 1.8 0.8 2.5

Akat hi si a 1.6 1.2 *

Ti redness/ Sl eepi ness * * 1.8
GASTRO NTESTI NAL

Dry Mouth 14. 7 13.3 0.7

Consti pation 10. 4 11.4 0.9

Di arr hea 10.1 10. 3 1.2

Nausea/ Vom ti ng 9.6 12.8 1.7

| ncreased Salivation 4.2 2.4 *
CARDI OVASCULAR

Tachycar di a/ Pal pi tations 7.7 15.6 0.4

Hypot ensi on 4.7 2.2 *
SENSORY

Bl urred Vision 6.2 6.2 0.4
MUSCUL OSKELETAL

Rigidity 4.2 5.3 *

Tr enor 4.0 8.8 0.4
CUTANECQUS

Dermatitis/Allergy 3.8 3.1 0.6
OTHER

Nasal Congestion 7.3 9.3

Wei ght Gain 2.7 2.7

Wei ght Loss 2.3 3.0

* None Reported
**Events reported by 1% or nore of al prazolam patients are
i ncl uded

In addition to the relatively common (i.e., greater than 1%
untoward events enunerated in the table above, the follow ng
adverse events have been reported in association with the use of
benzodi azepi nes: dystonia, irritability, concentration
difficulties, anorexia, transient ammesia or nenory inpairnent,
| oss of coordination, fatigue, seizures, sedation, slurred
speech, jaundice, nuscul oskel etal weakness, pruritus, diplopia,
dysarthria, changes in |ibido, nmenstrual irregularities,

i ncontinence and urinary retention.

There have al so been reports of w thdrawal seizures upon
rapi d decrease or abrupt discontinuation of al prazolam (see
VWARNI NGS)

To discontinue treatnent in patients taking al prazolam the
dosage shoul d be reduced slowy in keeping with good nedical
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practice. It is suggested that the daily dosage of al prazol am be
decreased by no nore than 0.5 ng every three days (see DOSAGE AND
ADM NI STRATI ON). Sone patients may require an even slower dosage
reducti on.

As with all benzodi azepi nes, paradoxical reactions such as
stinulation, increased nuscle spasticity, sleep disturbances,
hal | uci nati ons and ot her adverse behavioral effects such as
agitation, rage, irritability, and aggressive or hostile behavior
have been reported rarely. In many of the spontaneous case
reports of adverse behavioral effects, patients were receiving
ot her CNS drugs concomtantly and/ or were descri bed as having
underlying psychiatric conditions. Should any of the above
events occur, alprazolam should be discontinued. |[solated
publ i shed reports involving small nunbers of patients have
suggested that patients who have borderline personality disorder,
a prior history of violent or aggressive behavior, or alcohol or
subst ance abuse nay be at risk for such events. |Instances of
irritability, hostility, and intrusive thoughts have been
reported during discontinuation of alprazolamin patients with
posttraumati c stress disorder.

Laborat ory anal yses were perforned on all patients
participating in the clinical programfor alprazolam The
foll owi ng incidences of abnormalities shown bel ow were observed
in patients receiving al prazolamand in patients in the
correspondi ng pl acebo group. Few of these abnornmalities were
considered to be of physiol ogical significance.

Al prazol am Pl acebo
LOwW HI GH LOwW H GH
HEMATOLOGY
Hemat ocri t * *
Henogl obi n * *
Total WBC Count 1.4 2.3 1.0 2.0
Neut r ophi | Count 2.3 3.0 4.2 1.7
Lynphocyt e Count 5.5 7.4 5.4 9.5
Monocyt e Count 5.3 2.8 6.4 *
Eosi nophi | Count 3.2 9.5 3.3 7.2
Basophi | Count * * * *
URI NALYSI S
Al bumi n - - * - - *
Sugar -- * -- *
RBC/ HPF - - 3.4 - - 5.0
WBC/ HPF - - 25.7 - - 25.9
BLOOD CHEM STRY
Creati ni ne 2.2 1.9 3.5 1.0
Bilirubin * 1.6 * *
SGOoT 3.2 1.0 1.8
Al kal i ne Phosphat ase * 1.7 * 1.8

* Less Than 1%

When treatnment with al prazolamis protracted, periodic blood
counts, urinalysis and blood chem stry anal yses are advi sabl e.
M nor changes in EEG patterns, usually | owvol tage fast
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activity have been observed in patients during therapy with
al prazol am and are of no known significance.

Post Introduction Reports: Various adverse drug reactions have
been reported in association with the use of al prazol am since

mar ket introduction. The mgjority of these reactions were
reported through the nedical event voluntary reporting system
Because of the spontaneous nature of the reporting of nedical
events and the lack of controls, a causal relationship to the use
of al prazol am cannot be readily determ ned. Reported events
include: liver enzyne el evations, gyneconmastia and gal act orr hea.

DRUG ABUSE AND DEPENDENCE

Physi cal and Psychol ogi cal Dependence: Wthdrawal synptons
simlar in character to those noted with sedative/ hypnotics and
al cohol have occurred foll owi ng abrupt discontinuance of

benzodi azepi nes, including al prazolam The synptons can range
frommld dysphoria and insomia to a nmj or syndrone that nmay

i ncl ude abdom nal and nuscle cranps, vomting, sweating, trenors
and convul si ons. Distinguishing between w thdrawal energent signs
and synptons and the recurrence of illness is often difficult in
pati ents undergoi ng dose reduction. The long term strategy for
treatment of these phenonmena will vary with their cause and the

t herapeuti c goal. Wen necessary, imedi ate managenent of

wi t hdrawal synptons requires re-institution of treatnment at doses
of al prazol am sufficient to suppress synptons. There have been
reports of failure of other benzodi azepines to fully suppress

t hese wi t hdrawal synptons. These failures have been attributed to
i nconpl ete cross-tol erance but nay al so reflect the use of an

i nadequat e dosing regi men of the substituted benzodi azepi ne or
the effects of conconmitant nedications.

While it is difficult to distinguish withdrawal and
recurrence for certain patients, the time course and the nature
of the synptons nmay be hel pful. A withdrawal syndrome typically
i ncl udes the occurence of new synptons, tends to appear toward
the end of the taper or shortly after discontinuation, and will
decrease with tinme.

Wil e the severity and incidence of w thdrawal phenonena
appear to be related to dose and duration of treatnent,
wi t hdrawal synptons, including seizures, have been reported after
only brief therapy with al prazol am at doses within the
recommended range for the treatnent of anxiety (e.g., 0.75 to
4 ng/day). Signs and synptons of withdrawal are often nore
prom nent after rapid decrease of dosage or abrupt
di sconti nuance. The risk of w thdrawal seizures may be increased
at doses above 4 ng/day (see WARNI NGS).

Patients, especially individuals with a history of seizures
or epilepsy, should not be abruptly discontinued fromany CNS
depressant agent, including alprazolam It is recomrended t hat
all patients on al prazol am who require a dosage reduction be
gradual |y tapered under cl ose supervision (see WARNI NGS and
DOSAGE AND ADM NI STRATI ON) .
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Psychol ogi cal dependence is a risk with all benzodi azepi nes,
i ncl udi ng al prazolam The risk of psychol ogi cal dependence may
al so be increased at higher doses and with | onger termuse, and
this risk is further increased in patient with a history of
al cohol or drug abuse. Sone patients have experienced
considerable difficulty in tapering and di scontinuing from
al prazol am especially those receiving higher doses for extended
periods. Addiction-prone individuals should be under careful
surveil l ance when receiving al prazolam As with all anxiolytics,
repeat prescriptions should be limted to those who are under
medi cal supervi sion

Controll ed Substance C ass: Alprazolamis a controlled substance
under the Controlled Substance Act by the Drug Enforcenent

Adm ni stration and al prazol amtabl ets have been assigned to
Schedul e V.

OVERDGSAGE

Mani f est ati ons of al prazol am overdosage i ncl ude sonnol ence,
confusion, inpaired coordination, dimnished reflexes and cona.
Deat h has been reported in association with overdoses of
al prazolamby itself, as it has with other benzodi azepines. In
addition, fatalities have been reported in patients who have
overdosed with a conbination of a single benzodi azepi ne,

i ncl udi ng al prazol am and al cohol; al cohol |evels seen in sone of
t hese patients have been | ower than those usually associated with
al cohol -induced fatality.

The acute oral LD, in rats is 331 to 2171 ng/kg. O her
experinments in animals have indicated that cardi opul nonary
col | apse can occur follow ng massive intravenous doses of
al prazol am (over 195 ng/kg; 975 tinmes the maxi mum r ecomrended
dai ly human dose of 10 ng/day). Aninmals could be resuscitated
Wi th positive mechanical ventilation and the intravenous infusion
of norepinephrine bitartrate.

Ani mal experinments have suggested that forced diuresis or
henodi al ysis are probably of little value in treating overdosage.

Ceneral Treatnent of Overdose: Overdosage reports with al prazol am
tablets are limted. As in all cases of drug overdosage,
respiration, pulse rate, and bl ood pressure should be nonitored.
Ceneral supportive neasures shoul d be enployed, along with

i medi ate gastric |avage. Intravenous fluids should be
adm ni stered and an adequate airway naintained. |If hypotension
occurs, it may be conbated by the use of vasopressors. D alysis
is of limted value. As with the managenent of intentional
overdosing with any drug, it should be borne in mnd that
mul ti pl e agents nmay have been i ngested.

Fl umazeni |, a specific benzodi azepi ne receptor antagoni st,
is indicated for the conplete or partial reversal of the sedative
ef fects of benzodi azepi nes and may be used in situations when an
overdose with a benzodi azepine is known or suspected. Prior to
the adm ni stration of flunmazenil, necessary measures should be
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instituted to secure airway, ventilation, and intravenous access.
Fl umazenil is intended as an adjunct to, not as a substitute for,
proper managenent of benzodi azepi ne overdose. Patients treated
with flumazenil should be nonitored for re-sedation, respiratory
depression, and ot her residual benzodi azepine effects for an
appropriate period after treatnent. The prescriber should be
aware of a risk of seizure in association with flumazeni
treatnent, particularly in |ong-term benzodi azepi ne users and in
cyclic antidepressant overdose. The conplete flunmazenil package
insert including CONTRAI NDI CATI ONS, WARNI NGS, and PRECAUTI ONS
shoul d be consulted prior to use.

DOSAGE AND ADM NI STRATI ON

Dosage shoul d be individualized for nmaxi mum benefi ci al
effect. Wiile the usual daily dosages given below will neet the
needs of nobst patients, there will be sone who require higher
doses. In such cases, dosage should be increased cautiously to
avoi d adverse effects.

Anxi ety disorders and transient synptons of anxiety:

Treatnment for patients with anxiety should be initiated with
a dose of 0.25 to 0.5 ng given three tinmes daily. The dose may be
i ncreased to achi eve a maxi numtherapeutic effect, at intervals
of 3 to 4 days, to a maxinumdaily dose of 4 ng, given in divided
doses. The | owest possible effective dose should be enpl oyed and
the need for continued treatnent reassessed frequently. The risk
of dependence nmay increase with dose and duration of treatnent.

In elderly patients, in patients with advanced |liver disease
or in patients with debilitating disease, the usual starting dose
is 0.25 ng, given two or three tines daily. This may be gradual ly
increased if needed and tol erated. The elderly may be especially
sensitive to the effects of benzodi azepi nes.

| f side effects occur at the recomrended starting dose, the
dose nmay be | ower ed.

In all patients, dosage should be reduced gradual |y when

di sconti nuing therapy or when decreasing the daily dosage.
Al t hough there are no systematically collected data to support a
specific discontinuation schedule, it is suggested that the daily
dosage be decreased by no nore than 0.5 ng every three days. Sone
patients nmay require an even sl ower dosage reduction.

HOW SUPPLI ED

- Establ i sh nane

-Strength(s) of dosage form

- Shape, color, coating, scoring, debossing, or inprinting
- Packagi ng

-NDC #

- Speci al handling and storage conditions

Caution: Federal |aw prohibits dispensing wthout prescription.

ANl VAL PHARMACOLOGY
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Ani mal St udi es

When rats were treated with al prazolamat 3, 10, and
30 ng/ kg/day (15 to 150 tines the nmaxi mumreconmended human dose)
orally for 2 years, a tendency for a dose related increase in the
nunber of cataracts was observed in fermales and a tendency for a
dose related increase in corneal vascularization was observed in
mal es. These | esions did not appear until after 11 nonths of
treat ment.

CLI NI CAL STUDI ES

Al prazolamtabl ets were conpared to placebo in double blind
clinical studies (doses up to 4 ng/day) in patients with a
di agnosi s of anxiety or anxiety with associ ated depressive
synpt omat ol ogy. Al prazolamwas significantly better than placebo
at each of the evaluation periods of these four week studies as
j udged by the foll ow ng psychonetric instrunments: Physician's
A obal Inpressions, Hamilton Anxiety Rating Scal e, Target
Synptons, Patient's d obal |npressions and Sel f-Rating Synptom
Scal e.

Nane and pl ace of busi ness of manufacture and/or distributor.

Revi sed- nont h/ year

NOTE TO THE FI RM

The previous guide (dated May 1993) was updated in the foll ow ng
sections: CLIN CAL PHARVACOLOGY, CONTRAI NDI CATI ONS, WARNI NGS,
and PRECAUTIONS - Drug Interactions and Pediatric Use

subsecti ons.



